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L6 ANSWER 1 OF 5 CAPLUS COPYRIGHT 2008 ACS on STN 
AN 2004:1089333 CAPLUS 1 ■!:.!'" 

DN 143:326552 ■ I j ' . - ; 

TI Synthesis of [18F] Xeloda as k opvel potential PET radiotracer:: 

for imaging enzymes in cancers \ ■ 
AU Fei, Xiangshu; Wang, Ji-Quan; ftiller, Kathy D.; Sledge, George, W.; 

Hutchins, Gary D. ; : Zherig, : Qi T Huang 
CS Department of Radiology, Indiana University School of Medicine, 

Indianapolis, IN, 46202, USA ; ! 
SO Nuclear Medicine and Biology i ( 2004 ) , 31(8), 1033-1041 

CODEN: NMBIEO; ISSN: 0969-8051 
PB Elsevier Inc. \ \\ ;* 

DT Journal 

LA English <* * 

OS CASREACT 143:326552 i 

AB Xeloda (Capecitabine) , a prodrug of J antitumor agent 5-f luorouracil , is the 
first and only oral f luoropyrimidine to be approved for use as second-line 
therapy in metastatic breast • cancer , colorectal cancer, and pther solid 
malignancies. Fluorine-18 labeled Xeloda may serve as a novel- radiotracer, 
for positron emission tomog. ; (PET) to image enzymes such as jthymidine 
phosphorylase and uridine phosphorylase in cancers. The precursor 
2 * , 3 ' -di-O-acetyl-5 ' -deoxy-5!lriitro-N4- ( pentyloxycarbonyl ) cytidine (11) was 
synthesized from D-ribose, and 'cytosine in 8 steps with approx.. 18% overall 
chemical yield. The reference \ standard 5 1 -deoky-5-f luoro-N4-. 
(pentyloxycarbonyl ) cytidine (Xeloda; 1) was synthesized from D-ribose and 
5-f luorocytosine in. eight, steps j with approx. 28% overall chemical yield. The 
target radiotracer 5 ' -deoxy-5- [ 18F ] fluoro-N4- 
( pentyloxycarbonyl )cy tiding ; ( [ 18F ] Xeloda; [18F]1) was 
prepared by nucleophilic substitution of the nitro-precursor with 
K18F/Kryptof ix 2.2.2 followed by a quick deprotection reaction and purification 
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with the HPLC method iri 20^30% * radiochem. yields. 
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L6 ANSWER 2 OF 5 CAPLUS COPYRIGHT 2008 ACS on STN 
AN 1996:122359 CAPLUS ' V- V* 

DN 124:219229 ■ i "\ "'' , 

TI Monitoring gene therapy with | cytosine deaminase: In vitro studies using 

tritiated-5-f luorocytosine 1 > '. 
AU Haberkorn, Uwe; Oberdorfer, Fr^nz; Gebert, Johannes; Morr, Iris; Haack, 

Karin; Weber, Klaus; Lindauet, 'Markus; Van Kaick, Gerhard; Schackert, Hans 

Konrad , .. 

CS Department Oncological Diagnostics and Therapy, German Cancer Research 

Center, Heidelberg, 69120, Germany 
SO Journal of Nuclear Medicine (1996), 37(1), 87-94 

CODEN: JNMEAQ; ISSN: 0161-55105 
PB Society of Nuclear Medicine ':" 
DT Journal * ; i 1 - 

LA English ** ; 

AB Genetically modified mammalian i cells that express the cytosine deaminase 

(CD) gene are able to convert the nontoxic prodrug 5-f luorocytosine (5-FC) 
to the toxic metabolite 5-f liiiorouracil (5-FU). PET with 18F . 
-5-FC may be used for in vivo measurement of CD activity in genetically 
modified tumors. A human glioblastoma cell line was stably :transfected 
with the Escherichia coli CD; gene. After incubation of lysates of 
CD-expressing cells and control cells with 3H-5-FC high-performance liquid 
chromatog. (HPLC) was performed. The uptake of 5-FC was measured after 
various incubation , times using 1 therapeutic amts. of 5-FC. : In. addition, 

saturation ? > ; : . 

and competition expts. with St?? and 5-FU were performed. Finally, the 
efflux was measured. We found \ that .3H-5-FU was produced in CD-expressing 
cells, whereas in the control; cells only 3H-5-FC was detected.* Moreover, 
significant amts. of 5-FU were' found in the medium of cultured cells, 
which may account for the bystander effect observed in previous expts. 
However, uptake studies revealed a moderate and nonsaturable accumulation 
of radioactivity in the turner ; cells , suggesting that 5-FC enters the cells 
only through diffusion. Although a significant difference in 5-FC uptake 
was seen between CD-pos . and] control cells after 48 h of incubation, no 
difference was observed after % jh of incubation. Furthermore/ a rapid efflux 
could be demonstrated. 5-Flqo^dcytosine transport may be a 'limiting 
factor for this therapeutic prpcedure. .Quantitation with PET has to rely 
more on dynamic studies and modeling, including HPLC anal, of the plasma, 
than on nonmodeling approaches.. ! 

L6 ANSWER 3 OF 5 CAPLUS COPYRIGHT 2008 ACS on STN 
AN 1988:492932 CAPLUS \\ . 

DN 109:92932 ' ! i j ': , 

TI Fluorination of pyrimidines . ! Fart 2. Mechanistic aspects i of the reaction 

of acetyl hypof luofite with uracil and cytosine derivatives 
AU Visser, Gerard W. M.; Herder, R^nella E.; De Kanter , . Frans J. | J. ; 

Herscheid, Jacobus D. M. . j ; 
CS RNC, Free Univ., Amste^damj 1007 MC, Neth. 

SO Journal of the Chemical Society , Perkin Transactions 1: Organic and 
Bio-Organic Chemistry (1972-1999) (1988), (5), 1203-7 
CODEN: JCPRB4; ISSN: 0300-922X 1 

DT Journal ;| ; 

LA English '!;!-. 

OS CASREACT 109:92932 . k 1 ! ? | . ; , : ' 

AB The reaction of acetyl : hypof iuorite (AcOF) with uracil, cytosine, and some 
N-l-substituted derivs. dissolved in either aceitic acid or' water has been 
investigated. Anali by radip fiPLC using 18F as a tracer, and' by 
1H NMR revealed that a substituent at N-l of uracil has a remarkable 
effect on the stability of : the , intermediate 6-acetoxy-5-f luo.ro-5 , 6- 
dihydrouracils. Substitution at N-l of cytosine did not really enhance 
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the stability of t^e intermediate adducts. in addition, it was found that 
these cytosine adducts rapidly deaminate in water, yielding their 
corresponding uracil analog.:' : 

L6 ANSWER 4 OF 5 CAPLUS COPYRIGHT 2008 ACS on STN 
AN 1986:185735 CAPLUS . ,| I. 

DN 104:185735 , , !" 

OREF 104:29401a / 29404a j | . » 

TI Mechanism and stereochemistry 6$ the fluorination of uracil. and cytosine 

using fluorine and acetyl hypof luorite : 
AU Visser, Gerard W. M. ; Boele, \ Saskia; Van Halteren, Bert W. ; Kriops, 
Gertrudis H. J. N.;* Herscheidi Jacobus D. M.; Brinkman, Gerard A,; 
Hoekstra, Arend ! 
CS Radio-Nuclide Cent. ( RNC ) , Free Univ., Amsterdam, 1007 MC, Neth. 
SO Journal of Organic Chemistry j ( 1986 ) , 51(9), 1466-71 

CODEN: JOCEAH; ISSN: 0022-32,6? 
DT Journal , . ! i \ ' , 

LA English ! I I t . » • 

OS CASREACT 104:185735 . | - ■« ' ' ' 

AB The products of the reaction ! o£ *CH3COOF and F2 with uracil and' cytosine 
dissolved in acetic* acid knd; water were studied by using 18F as 
a tracer. Apart from 5-fluorpuracil and the 5,5-difluoro adducts, the 1H 
NMR spectra of the crude reaction mixture showed the presenc'e of two 
geometric isomers of both 5-f luoro-6-acetoxy-5 , 6-dihydrouracil and 
5-fluoro-6-hydroxy-5,6-dihyd£ouracil. In the fluorination of cytosine, 
corresponding products were xbtpserved with the exception of the acetoxy 
adducts. For both reagents i'^nd for both substrates a. radical -cation 
mechanism is proposed. : The <pb$erved conversions of the acetoxy adducts of 
uracil are explained by ah acyXimine intermediary. 

L6 ANSWER 5 OF 5 CAPLUS ; COPYRIGHT 2008 ACS on STN ' 
AN 1985:592398 CAPLUS j 

DN 103:192398 1 ' \\ ' < ' . 

OREF 103:30921a, 30924a 

TI Synthesis and biodistribution of [ 18F ]-5-f luorocytosine ! 

AU Visser, G. W. M . ; Boele, S.;;jKnops, G. H. J. N.; Herscheid, J. D. M. ; 

Hoekstra, A. ' !:. !; 

CS Radio-Nuclide Cent., Free 1 0n:j.v f , Amsterdam, 10Q7 MC, Neth., 
SO Nuclear Medicine Cdmmuriicati<bn$ [ ( 1985 ) , 6(8), 455-9 

CODEN: NMCODC; ISSN: 0143-3636 * ' = .* 

DT Journal .,..;! f 4 

LA English ' 

AB 5-[ 18F]f luorocytosine (I) wa : & 'prepared by reaction of cytosine , 
with [ 18F]acetylhypof luorite I in AcOH with 20% radiochem. yield. 
Tissue distribution studies of I performed in sarcoma -bearing rats showed 
that I was stable in vivo for ;^4 h and was rapidly excreted by 
kidneys into the urine. IWa^.not a good tumor-lbcalizing agent with 
tumor-to-blood and T to-rmuscle 1 patios of only 1.! ( 
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